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METAGLIPTM 
(glipizide and metformin HC9 Tablets 

2.5 mgl250 mg 
2.5 mg/500 mg 
5 mgf500 mg 

DESCRIPTION 
METAGLIP”” (glipizlde and metformin HCI) Tablets contatns two oral antihypergycemic drugs used 
in the management of type 2 diabetes, gllpizide and metformin hydrochloride. 
Gkpmde is an oral antihyperglycemlc drug of the sulfonylurea class. The chemrcal name for gbp- 
izide is 1 -cyclohexyl-3-[Lp-[2-(5-methylpyraztnecarboxamido)ethyl]phenyl)su~ony~urea. Glipizide is 
a whitish. odorless powderwRh a molecular formula of C,, H,,NSO,S. a molacularwetght of 445.55 
and a pKa of 5 9. It IS Insoluble in water and alcohols, but soluble m 0.1 N NaOH: it is freely solu- 
ble in dimethylformamiUe. The structural formula is represented below. 

Giipizide 

Metformin hydmchloride is an oral arltihyperglycemic drug used in the management of type 2 dia- 
betes. Metformin hydrochloride (N,N-ciimethylimidodicarbonimld~c diamide mono-hydrochloride) is 
not chemically or pharmacolog!cally related to sulfonyluraas, thiazolidlnedrones, or a-glucosidase 
inhibitors. It IS a white to off-white crystalline compound with a molecular formula of C,H,,CINs 
(monohydmchlonde) and a molecular weight of 165.63. Metformln hydmchlonde is freely soluble in 
water and IS practically Insoluble in acetone, ether, and chloroform. The pK, of metformin is 12.4. 
The pH of a 1% aqueous solution of metformln hydrochloride IS 6.68. The structural formula Is as 
shown: 

C& 

Metformin Hydrochloride 

METAGLIP IS avaIlable for oral admimstrabon m tablets contaming 2.5 mg glipizide wcth 250 mg 
metformin hydrochloride, 2.5 mg gkprzide with 500 mg metformin hydrochloride, and 5 mg glipizde 
with 500 mg metformm hydrochloride. In add&ton. each tablet contains the following inacbve ingre- 
dients: microcrystalline cellulose, povidone. croscarmellose sodium, and magnesium stearate. The 
tablets are film coated. which provides color differentiation. 
CLINICAL PHARMACOLOGY 
Mechanism of Action 
METAGLIP combmes glipizlde and metformln hydrochloride. two antIhyperglyCemiC agents With 
complementary mechamsms of action, to improve glycemic control In pabents with type 2 
diabetes. 
Glipizlde appears to lower blood glucose acutely by sbmulating the release of insulin from the pan- 
creas, an effect dependent upon functlomng beta cells in the pancreatic islets. Extrapancreabc 
effects may play a part m the mechanism of action of oral sulfonylurea hypoglycemic drugs. The 
mechanism by which gkpizide lowers blood glucose during long-term administratron has not been 
clearly established. In man, stimulation of insulin secretron by gllptzide in response to a meal iS 
undoubtedly of major importance. F’astmg cnsulin levels are not elevated even on lang-term glip- 
izlde admimstration, but the postprandtal insulin response contmues to be enhanced after at least 
6 months of treatment. 
Metformm hydrochloride IS an antihyperglyceme agent that improves glucose tolerance in patients 
with type 2 diabetes, lowermg both basal and postprandial plasma glucose Metformin hydrochlo- 
ride decreases hepatic glucose production, decreases intesbnal absorption of glucose. and 
improves ~nsulm sensltivlty by increasmg pertpheral glucose uptake and utilization. 
Pharmacoidnetics 
Absorption and Bioavaiiabiiity 
METAGLIP 
In a single dose study m healthy SubJects, the glipizide and metformin components of METAGLIP 
5 mg1500 mg were bloequivalent to coadministered GLUCOTROL’ and GLUCOPHAGE”. 
Following admlntstration of a single METAGLIP 5 mg/500 mg tablet in healthy subjects with either 
a 20% glucose solution or a 20% glucose soluuon with food, there was a small effect of food on 
peak plasma concentration CC,,) and no effect of food on area under the curve (AUC) of the 
gkpizlde component. Time to peak plasma concentrabon fl,,, ) for the glipizide component was 
delayed 1 hour with food relative to the same tablet strength administered fasting wtth a 20% 
glucose solution. Cmax for the metformin component was reduced approximately 14% by food 
whereas AUC was not affected. Tmx for the metformm component was delayed 1 hour after food. 
GlipiZidf? 
Gastrointesbnal absorpbon of gkptiide IS uniform, rapid. and essentially complete. Peak plasma 
concentrattons occur 1-3 hours after a single oral dose. Gkpizide does r&X accumulate in plasma 
%on repeated oral admmtstrabon. Total absorpbon and dlsposltion of an oral dose was unaffebd 
by food in normal volunteers. but absorption was delayed by about 40 minutes. 
Merformin hydrochloride 
The absolute bioavailability of a 500 mg metformin hydrochloride tablet given under fasting condt- 
tions Is approximately 50.60%. Studies using single oral doses of metformin tablets of 500 mg and 
1500 mg, and 850 mg to 2550 mg. JndlCate that there is a lack of dose proporbonality with increas- 
ing doses, which IS due to decreased absorpbon rather than an alterabon in eliminabon. Food 
decreases the extent of and slightly delays the absorption of metformin, as shown by approxi- 
mately a 40% lower peak concentration and a 25% lower AUC in plasma and a 35-minute 

prolongation of time to peak plasma concentrauon following admlmstration of a smgle 850 mg 
tablet of metformin With food, compared to the same tablet strength administered fasting. The ckn- 
ical relevance of these decreases is unknown. 
Distributfon 
Glipizide 
Protein bindmg was studied in serum from volunteers who received either oral or Intravenous glip- 
izide and found to be 9&I-99% one hour after either route of admimstmtion. The apparent volume 
of dlstnbutton of glipizde after intravenous admmistration was 11 liters, indcabve of iocalizabon 
within the extracellular fluid compartment. In mice, no gliplzlde or metatiolites were detectable 
autoradlogmphically In the bram or spinal cord of males or females, nor in the fetuses of pregnant 
females. In another study, however, very small amounts of radloacbvity were detected in the 
fetuses of rats given labeled drug. 
Metformh hyhocttoride 
The apparent volume of distribution w/F) of metformm following single oral doses of 850 mg 
veraged 654 * 358 L. Metformin is negligibly bound to plasma proterns. Metformm partitions into 
erythmcytes, most likely as a function of bme. At usual ciiilcal doses and dosmg schedules of 
metformin, steady state plasma concentrabons of metformln are reached within 24-49 hours and 
are generally <l pg/mL+ During controlled clIntcal trials, maximum metformin plasma levels did not 
exceed 5 pg/mL, even at maximum doses. 
Metabolism and Elimination 
Glfpizide 
The metabolism of glipizide IS extensive and occurs mainly in the kver. The primary metaboktes are 
inactive hydroxylabon products and polar conjugates and are excreted mainly m the urine. Less 
than 10% unchanged gkpizide is found in the urme. The half-l& of eltmmation ranges from 2-4 
hours in normal subjects, whether given intravenously or orally. The metabolic and excretory pat- 
terns are sltiilar with the two mutes of administration, indicabng that first-pass metaboksm is not 
signiftcant. 
Metfonnln hyc/roch~orrCre 
Intravenous single-dose studies in normal SubJeCtS demonstrate that metformin is excreted 
unchanged in the urine and does not undergo heptic metabolism (no metabolites have been iden- 
tified in humans) nor blkarv excretion. Renal clearance (see Table 1) is aoomximatelv 3.5 bmes 
greater than creatinine cleaiance. which indicates that wbular secret& is ttie maJor rdute of met- 
formin ekmination. Following oral admmtstration, appmximately 90% of the absorbed drug Is ekm- 
inated via the renal route wlthln the first 24 hours, with a plasma elimination half-life of approxi- 
mately 6.2 hours. In blood, the ekmination half-life is approxtmately 17.6 hours, suggesting that the 
erythmcyte mass may be a compartment of dtstribution. 
Special Populations 
Patients With Type 2 Diabetes 
In the presence of normal renal function, there are no differences between single- or multiple-dose 
pharmacokinetics of metformin between pabents with type 2 diabetes and normal subjects (see 
Table l), nor IS there any accumulabon of metformm In either group at usual cknical doses. 

Tha metaboksm and excretion of glipzide may be slowed in pabents wkh Impaired hepatic func- 
tion (see PRECAUTIONS). No oharmacoklnebc studies have been conducted in oatants with 
hepaiic insufficiency for metformin. 
Renal Insufficiency 
The metaboksm and excretion of gllpizide may be slowed m pattents with lmpalred renal function 
(see PRECAUTIONS). 
In patients with decreased renal function (based on creabmne clearance), the plasma and blood 
half-kfe of metformin IS prolonged and the renal clearance IS decreased m pmportion to the 
decrease m creatlnlne clearance (seeTaMe 1; also, see WARNINGS). 
Geriatrics 
There IS no informabon on the pharmacokmetics of gkptzlde in elderly patients 
Limited data from controlled pharmacokinetic studies of metformin in healthy elderly subjects sug- 
gest that total plasma clear&e IS decreased, the half-life IS prolonged. and C& 1s i;ncrease& 
comoared to healthv vouno subiects. From thhese data. It aooears that the chance in metformin 
pha&acokinetlcs w’ith’agins is $marily accounted for by a &iange in renal func& (see Table 1). 
Metformin treatment should not be Initiated m patients 280 years of age,unless measurement of 
creatinme clearance demonstrates that renal funcbon is not reduced. 

Table 1: Select Mean (*SD.) Metformin Pharmacokinetic Parameters Following 

h 61-90 ml/m@ (5) 

* All doses given fasting except the first 18 doses of the multiple-dose studies 
b Peak plasma cwlcentratlon 
C Time to peak plasma concentration 
d SD = single dose 
e 
‘ 

Combmed rewlts (average means) of five studies: mean age 32 years (range 23-59 years) 
Kinetic study done following dose 19, given fasting 

9 Elderly subjects. mean age 71 years (range 65-81 years) 
h Cl, = creatmlne clearance normalized to body surface area of 1.73 m2 



Pediatrics 
No data from pharmacokinebc studres in pediatric subjects are avaIlable for either giipizide or 
metformm. 
Gender 
There is no informatron on the effect d gender on the pharmacokmetics of girpizrde. 
,&fetformcn pharmacokinebc parameters did not differ signrficantly In subjects ~8th or wrthout type 
2 diabetes when analyzed according to gender (males = 19. females = 16). Similarly in CofltrOlled 
clmrcal studies rn patients with type 2 diabetes, the antrhyperglycemic effect of metformin was 
comparable in makes and females. 
Race 
No information is avarlable on race differences m  the pharmacokmetics of gkpizide. 
No studies of metformtn pharmacokinetic parameters accordmg to race have been performed. In 
controlled clinical studies of metformin rn oatients with tvoe 2 diabetes, the antihvperolycemic 
effect was comparable in whrtes (n=249), blacks (n=51). arid Hispanics (n=24). -’ -- 
CLINICAL STUDIES 
Initial Therapy 
In a 24-week, double-blind, acbve-controlled, muitrcenter internabonal clinical trial, pabents with 
type 2 diabetes, whose hyperglycemia was not adequately controlled with diet and exercise alOP 
(hemoglobin A,, [HbA,,) >7.5% and <,I 2% and fasting plasma glucose [FPG] <300 mg/dL) were ran- 
domized to receive inttial therapy with giiptzide 5 mg, metformin 500 mg, METAGLIP 2.5 mg/250 mg, 
or METAGLIP 2.5 mg/SOO mg. After two weeks, the dose was progressively mcreased (up to the 12- 
week visrt) to a maxrmum of four tablets daily in divided doses as needed to reach a target mean 
dally glucose (MDG) of 1130 mg/dL. Trial data at 24 weeks are summarized rn Table 2. 

Table 2: Active-Controlled Trial of METAGLIP as IniUal Therapy: 
Summary of Trial Data at 24 Weeks 

Gffpfzide Metformin METAGLIP METAGLIP 
SW? 500 mg 2.5 mg/269 mg 2.5 mglH)O mg 

tablets tablets tablets tablets 
Mean Final Dose 16.7 mg 1749 mg 7.9 mgl 7.4 mgl 

791 mg 1477 mg 
Hemoglobin A,, t%) N=166 N-l 71 NE166 N=163 

Baseline Mean 9.17 9.15 9.06 9.10 
Final Mean 7.36 7.67 6.93 6.95 
Adjusted Mean Change -1.77 -1.46 -2.15 -2.14 

a p < 0.001 

After 24 weeks, treatment with METAGLIP (gliprzkIe and matformln HCi) Tablets 2.5 mg/250 mg and 
2.5 mgl500 mg resulted rn significantly greater reducbon in HbA,, compared to giiprzide and to 
metformm therapy Also, METAGLIP 2.5 mg/250 mg therapy resulted in significant reductions In 
FPG versus metformin therapy. 
increases above fasting glucose and msulin levels were determmed at baseime and final study 
visrts by measurement of plasma glucose and msulin for three hours foiiowmg a standard mixed 
liquid meal. Treatment wrth METAGLIP lowered the three-hour postprandial glucose AUC, com- 
pared to basekne. to a srgnlficantly greater extent than did the gkprzide and the metformln thera- 
pies. Compared to baselme, METAGLIP enhanced the postprandral insulin response, but did not 
srgnifrcantly affect fasting insulin levels. 
There were no cimicaiiy meaningful differences m  changes from baseline for all kpid pammeters 
between METAGLIP therapy and eilher metformin therapy or glipizide therapy. The adjusted mean 
changes from baseline rn body weight were: METAGLIP 2.5 mg/250 mg, -0.4 kg: METAGLIP 
2 5 mg/500 mg. -0.5 kg: gkpizide, -0.2 kg; and metformm, -1.9 kg. Weight loss was greater With 
metformm than with METAGLIP. 
Second-Line Therapy 
in an 16-week, double-blind, actrve-controlled U.S. clinical trial, a total of 247 pabents wtth type 2 
drabetes not adequately controlled (HbA,, 27.5% and r;12% and FPG ~300 mg/dL) while being 
treated wrth at least one-half the maximum labeled dose of a sulfonyiurea (e.g. glybunde 10 mg. 
gkpizide 20 mg) were randomrzed to receive glipizide (fixed dose, 30 m9). metformin (500 mg). or 
METAGLIP 5 mgl506 mg The doses of metformln and METAGLIP were titrated (up to the elght- 
week vtsrt) to a maximum of four tablets daily as needed to achieve MDG 5130 mg/dL. Trial data 
at 18 weeks are summarized in Table 3. 

Table 3: METAGLIP as Second-Line Therapy: Summary of Trial Data at 18 Weeks 
Gilplzide Metformin METAGLIP 

I 
5wt 500 mg 5 mg/WO mg 

tablets tablets tablets 

After 18 weeks, treatment with METAGLIP at doses up to 20 mgl2000 mg per day resulted in sig- 
nificantly lower mean final HbA,, and signlfrcantly greater mean reductions in FPG compared to 
glipizrde and to metformin therapy. Treatment with METAGLIP lowered the three-hour postprandr- 
al glucose AUC, compared to basekne, to a significantly greater extent than did the gkpizide and 
the metformin therapies. METAGLIP did not significantly affect fasting insulm levels. 
There were no cimrcaliy meanmgful differences in changes from baseline for all kpid parameters 
between METAGLIP therapy and erther metformin therapy or glipizrde therapy. The adjusted mean 
changes from baseline in body weight were: METAGLIP 5 mg/SOO mg, -0.3 kg: giipizide. -0.4 kg: 
and metformin, -2.7 kg. Weght loss was greater wrth metformm than with METAGLIP 
INDICATIONS AND USAGE 
METAGLIP (giipizide and metformin HCI) Tablets is indicated as inrtial therapy, as an adjunct to diet 
and exercrse. to improve glycemrc control In patients wrth type 2 drabetes whose hyperglycemia 
cannot be satisfactorily managed with diet and exercise alone. 
METAGLIP is indicated as second-lme therapy when diet, exercise, and initial treatment w&h a sul- 
fonyluraa or metformln do not result in adequate giycemic control in pabents with type 2 diabetes. 
CONTRAINDICATIONS 
METAGLIP is contratndicatad in patients with 
1, Renal disease or renal dysfunction (e.g.. as suggested by serum creatlnme IeveiS 21.5 mg/dL 

[males), al.4 mg/dL [females], or abnormal creatinme clearance) which may also result from 
conditions such as cardiovascular collaose (shock), acute mvocardial infarctron, and septtcemia 
(see WARNINGS and PRECAUTIONS): 

2. Congestive heart farlure requiring pharmacologrc treatment. 
3. Known hypersensitivity to giipizde or metformln hydrochloride. 
4. Acute or chronic metaboilc acidosis, mcluding diabetic ketoacldosis, wrth or wrthout coma. 

Diabetic ketoacidosis should be treated with insulin. 
METAGLIP should be temporarily discontinued in patients undergoing radiologic studres involving 
intravascular administration of iodmated contrast materials, because use of such products may 
result in acute alteration of renal function. (Sac also PRECAUTIONS). 
WARNINGS 
Metfonnin Hydmchlorlde 

Lactic actdosis: 
Lactic acidosis Is a ran?, but serious. metabolic complication that can occur due to met- 
fonnin accumulation during treatment with METAGLIP: when it occurs, it is fatal in appmx- 
imately 50% of cases. LacUc acidosis may also occur in associatfon with a number of 
pathophyslologic conditions, including diabetes rneiiitus, and whenever there is SlgnMcant 
tissue hvoowrfusion and hvooxemla. LacUc acidosis is characterized bv elevated Mood 
lactate i&isD6 mmolll), d”&reased blood pH, electrolyte disturbances ;;ith an Increased 
anion gap, and an increased lactate/pynwate ratio. When metfonnin Is implicated as the 
cause of lactic acidosis, metformin plasma levels >5 pg/mL are generally found. 
The reported incidence of lactic acidosis in patients receiving metformin hydrochloride is 
very low (appmximataly a.03 cases/lWM patient-years, with approximately 0.015 fatal 
cases/lOOO oatlent-vearsl. Raoorted cases have occurred orfmarflv fn diabetic patients 
with significbnt r&i lns&icft;ncy, lncktding both intrinsic renal disease and renal hypo- 
perfusiori, often in the setting of muftlple concomitant medical/surgical pmblems and mul- 
tiple concomttant medications. PaUents with congesthre heart failure requiring phannaco- 
logic managemenb ln particular those with unstable or acute congestive heart failure who 
ara at risk of hypoparfusion and hypoxemia, are at increased risk of lactic acidosis. The 
risk of lactic acidosis Increases with the degree of renal dysfunction’and the patient’s age. 
The risk of lactic acidosis may, therefore, be slgniflcantiy decreasedby regular monitoring 
of renal functfon In paUents taking metformin and by use of the mlniinum effective dose oi 
metformtn. In particular, treatment of the elderly should be accompanied by careful mon- 
itoring of renal Nnction. METAGLIP treatment should not be inlUatad in patients 2 66 years 
of age unless measurement of creatinine clearance demonstrates that renal function Is nol 
reduced, as these patients are more susceptible to devetoping la& acidosis. In addition, 
METAGLIP sftould ba promptly wftbheld in the presence of any condiion associated with 
hypoxemia, dehydration, or sepsis. Because impaired hepaUc function may significantly 
limit the ability to clear lactate, METAGLIP should genera& be avoided in patients with 
clinical or laboratory evidence of hepatic disease. Patients should be cautIoned againsl 
excessive akohol intake, either acute or chronic. when taking METAGLIR since alcohol 
potentiates the effects of metformin hydrochloride on lactate metabolism. In addition, 
METAGLIP should be temporarily discontinued prior to any intravascular radiocontrasi 
study and for any surgfcai procedure (see also PRECAUTIONS). 
The onset of IacUc acidosis often Is subtle, and accompanied only by nonspecifk 
symptoms such as malaise, myalglas, respiratory distress, Increasing somnolence, ant 
nonspeclflc abdominal dfstress. There may be associated hypothermia, hypotension, ant 
resistant bradyarrhythmias wlth more marked acidosis. The patient and the patient’! 
physkian must be aware of the possible importance of such symptoms and the patlen 
should be instructed to notify the physician immediately if they occur (see also PRECAU. 
TIONS). METAGLIP should be withdrawn until the situation is clarified. Serum electrolytes 
ketones, blood glucose, and H indicated, blood pH, lactate levels, and even blood met 
fonnin levels may be useful. Once a patient Is stabilized on any dose level of METAGLIP 
gastrolntesUnal symptoms, which are common during inttiaUon of therapy with metformln, 
are unlikely to be dNg related. Later occurrence of gastrofntestinal symptoms could be 
due to lactic acMosN or other serious disease. 
Levels of fasting venous plasma lactate above the upper limit of normal but lass than 
5 mmolll In patients taking METAGLIP do not necessarily indicate impending lactic aci- 
dosis and mav be exolalnable bv other mechanisms. such as poorly conboiled diabetes or 
obasity, vigor&s physical act&y, or technical pmblems in. sample handling. (See also 
PRECAUTIONS). 
Lactic acidosis should be suspectad in any diabetic patient with metabolic acidosis lack- 
ing evidence of ketoacfdosls fketonuna and ketonemia). 
Lactic acidosis is a medical emergency that must be treated in a hospital setting. In a 
patient with lactic acidosis who Is taktng METAGLIP, the dNg should be discontinued 
immediately and general supportive measures promptly instftuted. Because metformin 
hydrochloride is dialyzable fwlth a clearance of up to 170 mUmin under good hemody 
namk conditions). pmmpt hemodiatysk is recommended to correct the acidosis and 

symptoms and recovery. (See also CONTRAlNDflCATlONS and PRECAUTIONS.) 



SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY 
The administration of oral hypoglycemic Ufugs has been raported to be associated with 
Increased cardiovascular mortality as compared to treatment wlth diet alone or diet pkrs 
insulin. Tl~is warning Is based on the study conducted by the University Group Diabetes 
Proaram (UGDPI. a lona-term orosoective clinical trial desianed to evaluate the effect&mess 
of g~uco&-lowering d;gs in +&ntlng or delaying vas&iar complications in patients with 
ion-insulin-dependent diabetes. ‘The study involved 823 patients who were randomly 

.&signed to one of four treatment groups (Dlabstes 19 (Suppi. 2):747-839,197O). 
UGDP reported that patients treated for 5 to 9 years with diet plus a fixed dose of tolbutamicfe 
(1.5 grams per day) had a rate of cardiovascular mortality approximately 2’4 times that of 
patients treated with diet alone. A slgnlflcant Increase in total mortality was not observed, 
but the use of tolbutamide was dir&x%tinued based on the Increase in-cardiovascular mor- 
talky, thus llmltlng the opportunity for the study to show an increase In overall mortality. 
Despite controversy regarding the intelpretatlon of these results, the findlngs of the UGDP 
study provide an adequate basis for Mls warning. The patlent should be informed of the 
potential risks and benefits of glipizlde and of alternative modes of therapy. 
Although Only one dNg In the sulfonylurea class (tolbutamlde) was fncluded in this study, it 
Is DNdSnt from a SSfetv standoolnt to consider that this warnina mav also aPPN to other 
hy&ycemic dNgS in ihls cla!+s, In view of their ClOSe similar& in’mode %  &tlon and 
chemical structure. 

PRECAUTlONS 
General 
METAGLIP 

METAGLIP (glipizide and metformin HCI) Tablets 1s capable of producing hypoglycemia. therefore, 
proper patient selection. dosing, and lnstrucbons are important to avoid potential hypoglycemic 
episodes. The risk of hypoglycemia is l-creased when caloric intake is deficim when strenuous 
exercise IS M)t compensated by caloric supplementation, or during concomitant use with other 
glucose-lowering agents or ethanol. Renal insufficiency may cause elevated drug levels of both gkp 
&de and metfonnin hydrochloride. Hepate insufficrency may Increase drug levels of glipizide and 
may also dimmish gluconeogenic capacity, both of which increase the risk of hypoglycemic reac- 
tions. Elderly, debilitated, or malnourished patients and those with adrenal or pituitary InsuffIciency 
or alcohol intoxication are particularly susceptible to hypogiycemlc effects. Hypoglycemia may be 
difficult to recogmze in the elderly, and in people who are taking beta-adrenegic blocking Urugs. 
Giipltide 
Renal and hepatic d/seas? 

The metabolism and excrebon of gltpizlde may be slowed in patients with impaired renal and/or 
hepatic funcbon. If hypoglycemia should occur In such patients, It may be prolonged and appro- 
pnate management should be instituted. 
Metformln Hydrochloride 
Monitoring of renal function 

Metformin Is known to be substanbiilly excreted by the kidney, and the risk of metfofonm accumu- 
labon and lactic acldosls tncreases with the degree of Impairment of renal function. Thus, pabents 
W M  serum creatinine levels above the upper limit of normal for their age should nOt.recelVe 
METAGLIP. In oatients with advanced aae. METAGLIP should be carefullv utrated to establish the 
minlmum dose for adequate glvcemc ef?ti, because aging IS associateawith reduced renal func- 
bon. In elderly patients; parti&arly those 2 80 years 07 aie, renal function should be monctored 
reoulartv and. oenerallv. METAGLIP should not be titrated to the maximum dose (see WARNINGS 
an’b DdSAGE”AND A6MlNlSTRATION). Before initlabon of METAGLIP therapy and at least annu- 
ally thereafter, renal function should be assessed and verified as normal. In patients in whom devel- 
opment of renal dysfunction is anbctpated, renal function should be assessed more frequently and 
METAGLIP dtscontmued d evidence of renal impairment is present. 
Use of concomitant medications that may affect renal function or metformin disposition 
Concomitant medication(s) that may affect renal function or result m  signlflcant hemodynamic change 
or may interfen? with the disposition of metformm, such as cabonic drugs that are eliminated by renal 
tubular secrebon (see PRECAUTIONS: DNg Interactions), should be used with caution. 
Radk!lloglc studies involving the use of intravascular Iodkrated contrast ma&riak (for exam- 
ple, mtravenous urogram, inrravenous cholangiographfi angiography, and computed tomug- 
raphy (CT? scans with IntravaswLsr contrast materials) 

Intravascular contrast studies with iodmatad materials can lead to acute alteration of renal functkm 
and have been associated with lacbc acidosis in patients receiving metformln (see CONTRAINDI- 
CATIONS). Therefore, in pabents in whom any such study 6 planned, METAGLIP should be tem- 
poranly discontinued at the time of or prior to the procedu& and withheld for 48 hours subsequent 
to the orocedure and reinstituted onlv after renal function has been reevaluated and found to be 
normal: 
Hypoxlc states 
Cardiovascular collapse (shock) from whatever cause. acute congestive heart fatlure. acute 
myocardial infarction and other conditions characterized by hypoxemia have been associated with 
lactic acidosis and may also cause prerenal azotemia When such events occur in patients on 
METAGLfP therapy, the drug should be promptly discontinued. 
Surgical procedures 

METAGLIP therapy should be temporany suspended for any surgical procedure (except manor pm- 
cedures not associated with restncted mtake of food and fluids) apd should not be restarted until 
the pabent’s oral intake has resumed and renal function has been evaluated as normal. 
Alcohol intake 

Alcohol is known to potentiate the affect of metformin on lactate metabolism. Pabents. therefore, 
should be warned agamst excessive alcohol intake. acute or chronic, while receiving METAGUP. 
Due to its effect on the gluconeogenic capacity of the liver, alcohol may also increase the risk of 
hypoglycemra. 
Impaired hapatic function 

&mce impalred hepatic funcbOn has been associated with some casas of lactic acidoas, METAGLIP 
shoulc?generally be avoided in patients with clinical or laboratory evidence of hepatic disease. 
vilarnin & /eve/s 

In controlled cknical trials with metlormin of 29 weeks duration. a decrease to subnormal levels of 
prewously normal Serum Vitamin E)?z, without clmlcal manifestations, was observed in approxl- 
mately 7% of patients. Such decrease, possibly due to interference with 8,, absorpbon from the 
Ei&ntnnsic factor complex, is, however, very rarely associated with anemia and appears to be 
rapfdly reversible with dlsconbnuatlon of metformm or Vitamin & supplementation. Measurement 
of hematologic parameters on an annual basis is advlsed in patrents on metformin and any 

apparent abnormalibes should ba appropriately Investigated and managed (see PRECAUTIONS: 
Laboratory Tests). 
Certain individuals (those with inadequate Vitamin & or calcium intake or absorptiin) appear to 
be predisposed to developing subnormal Vitamin a,2 levels. In these patients, routme serum 
Vitamin B,2 measurements at two- to three-year intervals may be useful. 
Change in ciinfcai status ofpatienk with previously controlled type 2 diabetes 

A patient with type 2 diabetes previously well-controlled on metformin who develops laboratory 
abnormalities or clinical illness (esoeciallv vaoue and ~ooilv defined illness) should be evaluated 
promptly for evidence of keto&idosis oi la& acido;is. Evaluation should include serum elec- 
trolytes and ketones, blood glucose and, if indicated. blood pH, lactate. pyruvate. and metformin 
levels. If acidosis of either form occurs, METAGLIP (glipizide and metformin HCI) Tablets must be 
stopped immediately and other appropriate corrective measures initiated (see also WARNINGS).  
I I I fOmStlOn for Patleflk 

METAGLIP 
Patients should be rnformed of the potential risks and benefits of METAGWP and of alternative 
modes of therapy. They should also be mformed about the importance of adherence to dietary 
instructions, of a regular exercise program, and of regular testing of blood glucose, glycosylated 
hemoglobin, renal funcbon, and hematologic parameters. 
The risks of lacbc acldosjs assocratad with mefformm therapy, its symptoms, and condittons that 
oredisoose to its develooment, as noted in the WARNINGS and PRECAUTIONS sections, should 
be explained to patients: Patients should be adwsed to discontinue METAGLIP Immediately and to 
promptly notify their health practitioner if unexplained hyperventilation, myalgia. malaise, unusual 
somnolefice, or other nonspecific symptoms occur. Once a pabent IS stabilized on any dose level 
of METAGUR gastmintestiial symptoms, which are common during inttiabon of metformln thera- 
py, are unlikely to be drug related. Later occurrence of gastrointesbnal symptoms could be due to 
lactic acidosis or other serious disease. 
The risks of hypoglycemia, its symptoms and treatment, and conditions that predispose to its 
development should be explained to patients and responstble family members. 
Patients shouM be counseled against excessive alcohol Intake, either acute or chrome. while 
receiving METAGLIR (See Patlent Information printed below.) 
Laboratory Tests 
Periodic fasting blood glucose and glycosylated hemoglobin (HbQ measurements should be 
performed to monitor therapeutic response. 
Initial and ceriodic monitorine of hematoloqic Darameters (e.o., hemoqlobinlhematocnt and red 
blood cell ‘indices) and renai function (seritm ‘creatmlne) should be performed, at least on an 
annual basis. While meoaloblastic anemia has rarelv been seen with metformin theraov. if this IS 
suspected, Vitamin B,,>eficiency should be excludbd. 

._ 

DNg Interactions 
METAGLIP 
Certain drugs tend to produce hyperglycemia and may lead to loss of blood glucose control. These 
drugs Include the thiizides and other diuretics, corbcostaroids, phenothiizmes, thyroid products, 
estrogens, oral contracepbves, phenytoin. nlcotimc add, sympathomlmetics, calcium channel 
blocking drugs, and isoniazid. When such drugs are admmistered to a patient receiving METAGLIP. 
the Dabent should be closely observed for loss of blood alucose control. When such druos are 
withbrawn from a patient r&elving METAGLR the patient-should be observed closely forsypo- 
glycemia. Metformin Is negligibly bound to plasma proteins and is, therefdre, less ltkely to interact 
with highly protein-bound drugs such as sakcylates, sulfonamides, chloramphenicol, and 
probenecld as compared to sulfonylureas. which are extensively bound to serum proteins. 
Gllpizide 
The hypoglycemic acbon of sulfonylureas may be potentiated by cenain drugs mcluding 
nonsteroidal anti-inflammatory agents, some azoles, and other drugs that are highly protein bound, 
salicylates, sulfonamides, chloramphenicoi, probenecld. coumarms, monoamine oxidase 
inhlbltors, and beta adrener@c blocking aqents. When such druqs are admlnlstered to a patlent 
receiving METAGUP. the patient shouldbeobserved closely for fiypoglycemia. When sucli drugs 
are withdrawn from a oatient receiwna METAGLIP. the oatient should be observed closelv for loss 
of blood glucose control. In vitro blnd’~ studies&h human serum proteins mdlcate tha~gllpmcie 
binds dlrierently than tolbutamlde and-does not interact with salicylate or dicumarol. Hbwever. 
caubon must be exercised in extraoolatino these findinos to the clinical sltuabon and in the use of 
METAGLIP with these drugs. ” 
A potenbal interaction between oral mlconazole and oral hypoglycemic agents leadlng to severe 
hypoglycemia has been reported. Whether this interaction also occurs with the mtravenous. 
tooical. or vaainal oreoarations of mconazo& is not known. The effect of concomitant admims- 
t&in of fluc&&!e and gltpizide has been demonstrated in a placebo-controlled crossover study 
in normal volunteers. All subjects received glipizide alone and following treatment with 100 mg of 
fiuconazole as a smale oral daily dose for 7 davs. the mean Dercent increase In the oliDizide AUC 
after fluconazole adi&stration-was 56.9% (raige: 35 to 81 %b,. 
Metformln Hydrochloride 

A single-dose. metbrmin-furosemrde dmg mteraction study in healthy subjects demonstrated that 
pharmacoklnetic parameters of both compounds were affected by co-administration. Furosemide 
Increased the metformin plasma and blood C may by 22% and blood AUC by 15%. without any slg 
nificant change in metformin renal clearance. When administered wtth metformm, the C,,, and 
AK of furosem~de were 31% and 12% smaller, respectively, than when admlnistered alone, and 
the terminal half-life was decreased by 32%. wtthout any significant change in furosemide renal 
clearance. No informabon is available about the mteraction of metformin and furosemide when 
co-administered chronically. 
Alifedipine 

A single-dose, metformln-mfedipkle drug Interaction study in normal healthy volunteers demon- 
strated that co-administrabon of nifedlpine Increased plasma metformin C,,, and AUC by 20% 
and 9%, respectively, and Increased the amount excreted in the urine. TmaY and half-kfe were unaf- 
fected. Nifeclipine appears to enhance the absorphon of metformin. Mefformin had minimal effects 
on nifedipme. 
Carionic drugs 

Cationic drugs (e.g.. amilonde. dlqoxin, morphine. pmcainamlde, quinidie, qumme. ranitidme, 
tnamterene, tr ime&opnm, or vanc6mycin) that are eiiminated by renal tubular secretion theoreti- 
callv have the Dotential for interaction with metformin bv comDetino for common renal tubular 
t&sport syste&. Such interaction between metformin aid orai clmetidine has been observed in 
normal healthy volunteers m  both single- and multiple-dose, metformm-cimetidine drug interaction 
studies, with a 80% increase In Desk metformin plasma and whole blood concentrations and a 
40% increase in plasma and wb&blood metformin AUC. There was no change In elimmation haif- 
life in the sinaie-dose study. Metformin had no effect on cimetidine Dharmacokinetics. Althouah 
such mtera&ns remain &oretical (except for clmetidine), careful datient momtonng and dose 



adjustment of METAGLIP (gliplzide and metformin HCl) Tablets and/or the interfering drug is n?C- 
ommended m  patients who are taking cationic medications that are excreted via the proximal renal 
tubular secretory system 
Other 
In healthy volunteers, the pharmacokinetics of metformln and prOpranoiol and metformin and 
Ibuprofen were not affected when co-admmistered in single-dose interaction studies. 
Carclnogenesis, Mutagenesis, lmpalnnent of Fertflfty 
No animal studies have been conducted with the combined products in METAGLIR The following 
data are based on findings ln studies performed with the individual pmducts. 
Glipixide 
A 20-month study in rats and an 18”month study ln mice at doses up to 75 times the maximum 
human dose revealed no evidence of drug-related carcinogenlclty~ Bacterial and in viva muta- 
genicity tests were uniformly negative. Studies in rats of both sexes at doses up to 75 UmeS the 
human dose showed no effects on fc!rtility. 
Metformin Hydrochloride 
Long-term carcmogenlclty studies were performed with metformin alone in rats (dosing duration of 
104 weeks) and mice (dosmg duration of 91 weeks) at doses up to and includmg 900 mglkglday 
and 1500 mglkglday, respectnely. These doses are both approximately four tim?S the maximum 
recommended human daily dose of 2060 mg of the metformin component of METAGLIP based on 
body surface area comparisons. No evidence of carclnogeniclty with metformln akmewas found In 
e&her male or female mice. Similarly, there was no tumorigenic potential observed with metformin 
alone in male rats, There was, however, an increased incidence of benign stromal uterine polyps in 
female rats treated with 900 mglkglclay of metformin alone. 
There was no evidence of a mutagenic potential of metformm alone in the following in vitro tests: 
Ames test (S. typhimunum), gene mutation test (mouse lymphoma cells), or chromosomal 
aberrations test (human lymphocytes)). Results in the in viva mouse micmnucleus test were also 
negabve. 
Ferblity of male or female rats was unaffected by metformin alone when admmistered at doses as 
high as 600 mglkglday which is approxlmataly three tlmas the maximum recommended human 
dally dose of me metformin component of METAGUP based on body surface area comparisons. 
Pregnancy 
Teratogenlc Effects: Pregnancy Category C 
Recent information strongly suggests that abnormal blood glucose levels during pregnancy are 
associated with a higher mcidence of congenital abnormalities. Most experts recommend that 
msulm be used during pregnancy m  maintam blood glucose as close to normal as possible. 
Because animal reproductton studlas are not atways predictive of human response, METAGUP 
should not be used during pregnancy unless clearly needed. (See below.) 
There are no adequate and well-controlled studies in pregnant women with METAGLIP or its indi- 
vidual components. No anlmal studies have been conducted with the combined pmducts in 
METAGLIF? The following data are based on findings in studles performed with the lndlvldual 
products. 
GlipMde 
Gllplzide was found to be mtldly fetotoxic in rat reproductive studies at all dose levels 
(5-50 mglkg). This fetotoxiclty has been similarly noted with other sulfonylureas, such as tolbu- 
tamide and tolazamide. The effect 1s perlnatal and believed to be directly related to the pharma- 
cologic (hypoglycemic) action of gllpizide. In studies in rats and rabbits, no teratogenic effects 
were found. 
Metformin hydrochroricre 
Metformin alone was not teratogenic ln rats or rabbits at doses up to 600 mg/kg/day. This repre- 
sents an exposure of about two and six times the maximum recommended human daily dose of 
2006 mg of the metformin component of METAGLIP based on body surface area COmpariSOnS for 
rats and rabbits, raspectlvely. Determination of fetal concentrations demonstrated a pamal placen- 
tal barrier to metformm. 
Nonteratogenic Effects 
Prolonged severe hypoglycemia (4 to 10 days) has been reported m  neonates born to mothers 
who were receiving a sulfonylurea drug at the time of dellvery. This has been reported more fre- 
quently with the use of agents with prolonged half-llves. It is not recommended that METAGLIP 
be used during pregnancy. However, if it is used, METAGLIP should be discontinued at least one 
month before the expected delivery date. (See Pregnancy; Teratogenic Effects: PregnanCy 
Category C.) 
Nursing Mothers 
Although a IS not known whether gliplzlde 1s excreted ln human milk, some sulfonylurea drugs are 
known to be excreted in human milk. Studies in lactatmg rats show that metformm is excreted intO 
milk and reaches levels comparable to those m  plasma. Similar studies have not been conducted 
m  nursmg mothers, Because the potential for hypoglycemia in nursing Infants may eXlSt, a deci- 
sion should be made whether to discontinue nursmg or to discontinue METAGLIF? takmg into 
account the importance of the drug to the mother. If METAGLIP Is discontinued. and if diet alone 
IS Inadequate for controllmg blood glucose, Insulin therapy should be considered. 
Pediatric Use 
Safety and effectiveness of METAGLlP in pediatric patients have not been established. 
Geriatric Use 
of the 345 patients who received METAGLIP 2.5 mg1250 mg and 2.5 mg1500 mg in the initial 
therapy trial, 67 (19.4%) were aged 65 and older while 5 (1.4%) were aged 75 and older. Of the 
87 patients who received METAGLIP in the second-lme therapy thal, I7 (19.5%) were aged 65 and 
older while one (1.1%) was at least aged 75. No overall differences ln effeCtiveneSS of safety were 
observed between these patients and younger patients in either ti+a initial therapy trial or the 
second-line therapy tnal, and other reported clmlcal experience has not identified differences tn 
response between the elderly and younger patients, but greater sensitivity of some older indwldu- 
als cannot be ruled out. 
Metformm hydrochloride 1s known to be substantially excreted by the kdney and because the risk 
of serious adverse reactions to the drug is greater in patients with impaired renal functiOn. 
METAGLIP should only be used in pabents with normal renal function (see CONTRAINDICATIONS, 
WARNINGS, and CLINICAL PHARMACOLOGY: Pharmacokinetlcs). Because aging is aSSOCiat- 
ed with reduced renal furctlon. METAGUP should be used with caution as age mcmases. Care 
should be taken in dose selection and should be based on careful and regular monitoring of renal 
function. Generally, elderly patients should not be titrated to the maximum dose of METAGLIP 
(see also WARNINGS and DOSAGE AND ADMINISTRATION). 

ADVERSE REACTIONS 
METAGLIP 
In a double-blind 24-week clinical trial involving METAGLIP (gkplzlde and metformin HCI) Tablets 
as initial therapy, a total of 172 patients received METAGLIP 2.5 mg1250 mg, 173 received 
METAGLIP 2.5 mg/560 mg, 170 received gliplzide, and 177 received metformm. The most common 
cllnlcal adverse events in these treatment groups are listed In Table 4. 

Table 4: Clinical Adverse Events ~-5% in any Treatment Grmrp. 
by Primary Term, In Initial Therapy Study 

Number (%) of Patlente 
Ggpiride 1 Metformin 1 METAGLIP 1 METAGLIP 

Nz170 N=I77 N.172 N=173 
Upper respiratory infectton I2 (7.1, 15 (8.5) 17 (9.9) I4 (8.1) 
Diarrhea 8 (4.7) 15 (8.5) 4 (2.3) 9 (5.2) 
Dizziness 9 (5.3) 2 (1.1) 3 (I .7) 9 (5.2) 
Hvpertension 17 (10.0) 10 (5.6) 5 (2.9) 6 (3.5) 
Nausea/vomiting 6 (3.5) 9 (5.1) 1 (0.6) 3 (1.7) 

In a double-blind 18-week clinical trial involvmg METAGLIP as second-line therapy, a total of 87 
patients received METAGLIR 84 received gliplzde, and 75 received metformin. The most common 
clinical adverse events in this clinical trial are llsted m  Table 5. 

Table 5: Clinical Adverse Events ~6% in any Treatment Group, 

Adverse Event 

a The dose of gliplzide was fixed at 30 mg dally; doses of metformln and METAGLIP were titrated. 

Hypoglycemia 
In a controlled mitlal therapy trial of METAGLIP 2.5 mg12.50 mg and 2.5 mgl500 mg the numbers of 
patlents with hypoglycemia documented by symptoms (such as dizziness, shakiness. sweating. 
and hunger) and a fIngerstick blood glucose measurement 550 mg/dL were 5 (2.9%) for gllptzide. 
0 (0%) for metformin, 13 (7.6%) for METAGLIP 2.5 mg1250 mg. and I6 (9.3%) for METAGLIP 
2.5 mg1500 mg. Among patients takmg either METAGLIP 2.5 mg/250 mg or METAGLIP 
2.5 mg/506 mg, nine (2.6%) patients discontinued METAGLIP due to hypoglycemic symptoms and 
one required medical intervention due to hypoglycemia. In a controlled second-line therapy trial of 
METAGLIP 5 mg/X@ mg. the numbers of patients with hypoglycemM documented by symptoms 
and a flngerstlck blood glucose measurement < 50 mg/dL were 0 (0%) for glipizide, 1 (I .3%) for 
metformin, and 11 (12.6%] for METAGLIR One (1 .I%) patient discontmued METAGLIP therapy due 
to hypoglycemic symptoms and none required medical intervention due to hypoglycemia. 
(See PRECAUTIONS section.) 
Gastrointestinal Reactions 
Among the most common clinical adverse events in the mitral therapy trial were diarrhea and 
nausea/vomiting: the incidences of these events were lower with both METAGLIP dosage strengths 
than with metformin therapy, There were 4 (1.2%) patients in the initial therapy trial who discontm- 
ued METAGLIP therapy due to Gl adverse events. Gastrointestmal symptoms of diarrhea. 
nausea/vomiting, and abdominal pain were comparable among METAGLIP, gliplzide and metformin 
in the second-line therapy trial. There were 4 (4.6%) patlents in the second-line therapy trial who 
discontmued METAGLIP therapy due to GI adverse events. 
OVERDOSAGE 
Gllplzide 
Overdosage of sulfonylureas, including gliplzide, can produce hypoglycemia. Mild hypoglycemic 
symptoms, without loss of consciousness or neurological findings. should be treated aggressively 
with oral glucose and adjustments in drug dosage and/or meal patterns. Close monitoring should 
continue until the physlcian is assured that the patient is out of danger. Severe hypoglycemic reac- 
tions with coma, seizure. or other neurological impamnent occur mfrequently, but consbtute med- 
ical emergencies requiring immediate hospkalizatlon. If hypoglycemic coma 1s diagnosed or sus- 
pected, the patient should be given a rapid intravenous injection of concentrated (50%) glucose 
solubon. This should be followed by a continuous infusiMl of a more dilute (10%) gluWSe solution 
at a rate that will maintain me blood glucose at a level above 100 mg/dL. Patients should be close- 
ly monitored for a minimum of 24 to 48 hours, since hypoglycemia may recur alter apparent Cllni- 
cal recovery. Clearance of glipizide from plasma would be prolonged in persons with liver disease. 
Because of the extensive pmtein binding of glipizlde. dlalysls is unlikely to be of benefit. 
Metformin Hydrochloride 
Among cases of overdosage of metformm hydrochloride, mcluding ingestlon of amounts greater 
than 106 grams, hypoglycemia was reported in appmxlmately IO%, but no causal association with 
metformin hydrochloride has been established, although lacbc acidosis has occurred in such cir- 
cumstances (see WARNINGS).  Metformin 1s dlalyaable with a clearance of up to 170 mlfmin under 
good hemodynamlc conditions. Therefore, hemodialysis may LX useful for removal of aCCumUlat- 
ed drug from patients in whom metformin overdosage is suspected. 



DOSAGE AND ADMINISTRATION 
General Considerations 
Dosage of METAGUP must be indiv~duaiized on the baslb of both effectiveness and tolerance 
while not exceedingthe maximum recommended daily doseof 20 mg giipizide/2000 nig met- 

in. METAGLIP should be given with meals and should be initiated at a low dose, with gradual 
escalabon as described below, in order to avoid hypoglycemia (largely due to gilpiztde), to 

ieduce GI side effects (largely due to metformin). and to permit determmation of the minimum effec- 
tive dose for adequate control of blood glucose for the indwidual patient. 
With rnibal treatment and during dose titration, appropriate blood glucose monitoring should be 
used to determine the therapeutic response to METAGLIP and to rdentify the mkvmum effective 
dose for the patient. Thereafter, HbA,, should be measured at intervals of approxrmately 3 months 
to assess the effectiveness of therapy. The therapeutic goal In all patients with type 2 diabetes is 
to decrease FPG. PPG. and HbA,, to normal or as near normal as possible. Ideally, the response 
to therapy should be evaluated using HbA,, (glycosylated hemoglobin), which is a better indicator 
of long-term glycemic control than FPG alone. 
No studies have been performed spacrfically examrning the safety and efficacy of switching to 
METAGLIP therapy tn patients taking concomitant gliprzide (or other sulfonylurea) plus metformin. 
Changes in glycemrc control may occur in such patients. with either hyperglycemia or hypo- 
glycemra possible. Any change in therapy of type 2 diabetes should be undertaken with care and 
appropriate momtoring 
METAGLIP as initial Therapy 
For patients with type 2 drabetes whose hyperglycemra cannot be sabsfactorily managed with diet 
and exercise alone, the recommended starting dose of METAGLIP is 2.5 mg1250 mg once a day 
with a meal. For patients whose FPG is 280 to 320 m&L a startina dose of METAGLIP 
2.5 mg/500 mg twice daiiy should be considered. The em&y of METAGDP (gkpiride and met- 
formin HCi) Tablets In patients whose FPG exceeds 320 mg/dL has not been established. Dosage 
rncreases to achieve adequate glycemic control should be made rn increments of one tablet per 
day every two weeks up to maximum of 10 mg/lOOO mg or 10 mg12000 mg METAGLIP per day 
aiven in divrded doses. In clinical tnais of METAGLIP as lnittal theraov. there was no exoerience 
&th total daily doses greater than IO mg/2000 mg per day. 

I 

METAGLIP as Second-Line Therapy 
For pabents not adequately controiiad on erther glipizrde (or another sulfonylurea) or metformin 
alone, the recommended startmq dose of METAGLIP rs 2.5 mq/500 mg or 5mq/5OOmq twice daily 
wrth the mormng and evening-meals. In order to avoid hypoglycemia, the starling dose of 
METAGLIP should not exceed the dally doses of glipizide or metformln already being taken. The 
dally dose should be Wated In increments of no more than 5 mg1500 mg up to the mlnimum effeC- 
tive dose to achieve adequate control of blood glucose or to a maximum dose of 20 mg/2000 mg 
per day. 
Patients previously treated w&h combination therapy of gkpizide (or another sulfonylurea) plus met- 
formln may be switched to METAGLIP 2.5 mg/BOO mg or 5 mg1500 mg: the starting dose should 
not exceed the daily dose of gliplzide (or equwalent dose of another sulfonylurea) and metformin 
already being taken. The deccsion to swatch to the nearest equivalent dose or to titrate should be 
based on clInicalJudgment. Pabents shouid be monrtored closely for signs and symptoms of hypo- 
glycemia following such a switch and the dose of METAGLIP should be btrated as described above 
to achrwe adequate control of blood glucose. 
Specific Patient Populations 
METAGLIP is not recommended for use during pregnancy or for use in pediatric patients. The lni- 
bal and maintenance dosing of METAGLIP should be conservabve m  patients wrth advanced age, 
due to the potential for decreased renal function in this populabon. Any dosage adtustment 
requrres a careful assessment of renal function. Generally, elderly, debilitated, and-malnourished 
oatrents should not be btrated to the maximum dose of METAGLIP to avord the risk of ~/PO- 
glycemra. Monitoring of renal function IS necessary to aid in prevention of metformln-associated 
lacbc acidosis, parbcularly in the elclerly. (See WARNINGS.) 

HOW SUPPLIED 
METAGLIP’” (giipizide and metformin HCi) Tabiets 
METAGUP 2.5 mg/250 mg tablet IS a pink oval-shaped, biconvax film-coated tablet with “BMS 
debossed on one side and “8981* debossed on the opposite side. 
METAGLIP 2.5 mg/500 mg tablet is a white oval-shaped, brconvex film-coated tablet with “BMS” 
debossed on one side and “6077” debossed on the opposrte side. 
METAGUP 5 mg/800 mg tablet rs a pink oval-shaped. brconvex film-coated tablet wrth “EMS” 
debossed on one side and “8878” debossed on the opposite side. 

METAGLIP NDC OOSFxxxx-xx for unit of use 

Gilplzide (mg) Metformin HCI (mg) Bottle of 100 

2.5 250 6081-31 

5.0 I 500 I 6078.31 I 

STORAGE 
Store at 20’ C - 25” C (68” F - 77” F): excursrons permitted to 15’ C _ 30” C (59’ F _ 86” F). [See 
USP Controlled Room Temperature.] 

MEJAGLIP’v Is a trademark of Merck Sank? S.A.S., an assocrate of Merck KGaA of Barmstadt 
Germany. Licensed to Bristol-Myers Squibb Company. 
GLUCOPHAGC is a registered trademark of Merck Sante S.A S., an associate of Merck KGaA of 
Darmstadt, Germany. Licensed to Bristol-Myers Squibb Company. 
GLUCOTROL” Is a registered trademark of Pfizer Inc. 



PATIENT INFORMATION ABOUT 
METAGLIPTM 
[glipizide and metformin HCI) Tablets 

I 

WARNING: A  small number of paopie who have taken matformin hydrochloride have 
developed a serious condition called lactic acidosis. Properly hmctienirg kidneys ara 
needed to help prevent lactic acidosis. Most people witf~ kidney proWemS should not take 
METAGLIR (Sea Question Nos. 9-13.) I 

91. WHY DO I NEED TO TAKE METAGLIP? 
Your doctor has prescribed METAGLIP to treat your type 2 diabetes. Thus IS also known as non- 
msuim-dependent diabetes meilitus. 

42. WHAT IS TYPE 2 DIABETES? 
People wrth diabetes are not able to make enough insuiln and/or respond normally to the msulin 
tharr body does make. When thus happens, sugar (glucose) burids up in the blood. This can lead to 
serious medrcal problems including kidney damage, amputabons. and bimdness. Diabetes is also 
closely linked to heart disease. The main goal of treabng diabetes is to lower your blood sugar to 
a normal level. 

43. WHY IS IT IMPORTANT TO CONTROL TYPE 2 DIABETES? 
The main goal of treatiig diabetes is to lower your blood sugar to a normal level. Studies have 
shown that good control of blood sugar may prevent or delay complications such as heart Ursaase. 
kidney disease, or blmdness. 

Q4. HOW IS TYPE 2 DIABETES USUALLY CONTROLLED? 
Hugh blood sugar can be lowered by diet and exercise, by a number of oral medicabons. and by 
insuim iniacbons. Before takina METAGLIP You should first b-v to control vour diabetes bv exercise 
and werght loss. Even if you ar;! takmg MEtiGLIF: you should still exercise and follow th& diet rec- 
ommencfed for your diabetes. 

95. DOES METAGLIP WORK DIFFERENTLY FROM OTHER 
GLUCOSE-CONTROL MEDICATIONS? 
Yes It does. METAGLIP combmes two glucose lowering drugs, glipizide and metformm. These two 
drugs work together to fmprove the different metabolic defects found in type 2 diabetes, Gliprzrde 

-‘low&s blood sugar primarily by calusing more of the body’s own insulin to be released, and 
metformm lowers blood suaar. in Dan. bv heiDino your bode use Your own in?&? more effecbvelY. 
Together, they are efficient h helping yo; achiev;?bettar gi~coseiontroi. 

Q6. WHAT HAPPENS IF MY BLOOD SUGAR IS STILL TOO HIGH? 
When blood sugar cannot be lowered enough by METAGLIP your doctor may prescribe injectable 
rnsulm or take other measures to control your diabetes. 

47. CAN METAGLIP CAUSE SIDE EFFECTS? 
METAGLIP like all blood sugar-iowermg medications, can cause srde effects n some patients. 
Most of these srde effects are minor. However, there are also serious, but rare, side effects related 
to METAGLIP (see Question Nos. 9-13). 

Q8. WHAT ARE THE MOST COMMON SIDE EFFECTS OF METAGLtP? 
The most common side effects of METAGLIP are normally mmor ones such as diarrhea, nausea. 
and upset stomach. if these srde effects occur, they usually occur during the first few weeks Of 
therapy. Taking your METAGLIP with meals can help reduce these side eFFeCts. 
Symptoms of hypoglycemia (low blood sugar), such as irghtheadedness, dlumess, shakiness, or 
hunger may occur. The risk of hypoglycemic symptoms increases when meals are skipped, too 
much alcohol IS consumed, or heavy exercise occurs without enough food. Following the advice 
of your doctor can help you to avoid these symptoms. 

99. ARE THERE ANY SERIOUS SIDE EFFECTS THAT METAGLIP CAN 
CAUSE? 
METAGLIP rarely causes serious side effects. The most serious srde effect that METAGLIP can 
cause IS called lactic acidosrs. 

QIO. WHAT IS LACTIC ACIDOSIS AND CAN IT HAPPEN TO ME? 
Lacbc acidosrs is caused by a buridup of iacbc acrd rn the blood. Lactic acidosis associated with 
metformm is rare and has occurred mostly rn people whose kidneys were not working normally. 
Lactic acidosis has been reported In about one in 33,000 patients taking metformin over the course 
of a year. Although rare, If lactic acidosis does occur. it can be fatal in up to half the cases 
It’s also Important for your liver to be workmg normally when you take METAGLIR Your liver helps 
remove lactic acrd from your bloodstream. 
Your doctor will monttor your diabetes and may perform blood tests on you from time to time to 
make sure your kidneys and your liver are Funcboning normally. 
There is no evidence that METAGUP causes harm to the krdneys or liver, 

Qll. ARE THERE OTHER RISK FACTORS FOR LACTIC ACIDOSIS? 
Your rsk of developing lacbc acidosis from takhg METAGLIP (giipizfde and metformin HCI) Tablets is 
very low as long as your kidneys and liver are healthy. However, some factors can increase your nsk 
because they can affect kiiney and liver function. You should discuss your risk with your physician 
You shoukf not take METAGLIP ih 

- You have chronic kidney or liver problems 
* You have congesbve heart fariure which is treated wrth medications, e.g., digoxin (Lanoxin’) 

or Furosemide (Lasix’) 
* You drink alcohol excessively (ail the time or short-term “binge” drinking) 
f You are sedousty dehydrated (have lost a large amount of body fluidsl 
* You are going to have certain x-ray procedures with injectable contrast agents 
- You are going to have surgery 
* You develop a serious condition such as a heart attack, severe infecbon, or a stroke 
- You are 5 80 years of age and have NOT had your krdney funcbon tested 

912. WHAT ARE THE SYPTOMS OF LACTIC ACIDOSIS? 
Some of the symptoms include: feeimg very weak, bred or uncomfortable: unusual muscle pam, 
trouble breathing, unusual or unexpected stomach discomfort, Feeling cold. feeimg dizzy or light- 
headed, or suddenly developrng a slow or uraguiar heartbeat. 
If you notice these symptoms. or if your medrcai condrtiin has suddenly changed, stop takmg 
METAGLIP tablets and call your doctor right away. Lactic acidosis IS a medrcai emergency that 
must be treated in a hospital. 

413. WHAT DOES MY DOCTOR NEED TO KNOW TO DECREASE MY 
RISK OF LACTIC ACIDOSIS? 
Tell your doctor if you have an illness that results in severe vomiting, drarrhea, and/or fever, or if 
your intake of flutds is srgnlfkzantiy reducacJ. These srtuabons can lead to seven? dehydration, and 
it may be necessary to stop taking METAGLIP temporarily. 
You should let your doctor know if you are going to have any surgery or specialized x-ray proce- 
dures that require injection of contrast agents. METAGLIP therapy wrii need to be stopped tam- 
porariiy in such Instances. 

414. CAN I TAKE METAGLIP WITH OTHER MEDICATIONS? 
Remind your doctor that you are taking METAGLIP when any new drug is prescribed or a change 
IS made in how you take a drug already prescribed. 
METAGLIP may Interfere with the way some drugs work and some drugs may interfere wrth the 
acbon of METAGLIP. 

Q15. WHAT IF I BECOME PREGNANT WHILE TAKING METAGLIP? 
Tail your doctor if you plan to become pregnant or have become pregnant. As wrth other oral 
glucose-control medrcabons, you should not take METAGLIP during pregnancy. 
Usually your doctor will prescribe insulm whrle you are pregnant. As with all medicabons. you and 
your doctor should discuss the use of METAGLIP If you are nursing a chrid. 

Q16. HOW DO I TAKE METAGLIP? 
Your doctor wrii tell you how many METAGLIP tablets to take and how often. 
This should also be printed on the label of your prescnpbon. You will probably be started on a low 
dose of METAGLIP and your dosage will be Increased gradually until your blood sugar is controlled. 

Q17. WHERE CAN I GET MORE INFORMATION ABOUT METAGLIP? 
This leaflet is a summary of the most important mformation about METAGLIP 
If you have any quesbons or problems, you should talk to your doctor or other healthcare provider 
about type 2 diabetes as well as METAGLIP and iks srde effects. There is also a leaflet (package 
insert) written for health professionals that your pharmacist can let you read. 

METAGLIPW is a trademark of Merck Sante S.A.S., an associate of Merck KGaA of Darmstadt. 
Germany. Licensed to Bristol-Myers Squibb Company. 
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